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DETAILED ACTION 

Status of the Application 

This Office Action is in response to applicant's arguments filed on 05/21/2008. 

Claim(s) 1-5, 9-10, 12-14 and 16-23 are pending. Claim(s) 6-8 have been cancelled. 
Claim(s) 16-23 have been added. Claim(s) 1-5, 9-10, 12-14 and 16-23 are examined 
herein. 

Response to Arguments 

Amendments to the claims and specification are hereby acknowledged. 

In view of Applicant's amendments of claims 1-10 and 12-14 with respect to the 
112 1®' rejection, the rejection is hereby withdrawn. 

Applicant's amendments of claims 1 -4, 6-1 0, 1 2 and 1 3 with respect to the 1 02(b) 
rejection as being anticipated by Pevarello (WO 99/35125) have been fully considered 
but are not persuasive. Examiner maintains that pain is pain, no matter the mechanism 
by which it occurs. Thus treating head pain conditions involving "a cerebral vasodilation 
mechanism, wherein the head pain conditions are both primary and secondary" is not of 
patentable weight. Thus the 102(b) rejection is maintained for claims 1-4, 9-10, 12 and 
13 for reasons of record, but is modified as necessitated by Applicant's amendments. 
Claims 6-8 were cancelled. 

Applicant's arguments with respect to the 103(a) rejection of claims 5 as being 
obvious over Pevarello (WO 99/35125) have been fully considered but are not 
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persuasive. Similar to the 102(b) rejection above, Examiner maintains that pain is pain, 
no matter the mechanism by which it occurs. Thus the 103(a) rejection is maintained for 
reasons of record but is modified as necessitated by Applicant's amendments. 

Applicant's arguments with respect to the 103(a) rejection of claim 14 as being 
obvious over Pevarello (WO 99/35125) in view of Lan (WO 99/26614) have been fully 
considered and upon further consideration the following new non-final 1 03(a) rejection 
of claim 14 is now made. 



Claim Rejections - 35 USC § 102 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-4, 9-10, 12, 13 and 19-22 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Pevarello et al. (WO 99/35125). 

Examiner respectfully notes that treating head pain conditions involving "a 

cerebral vasodilation mechanism, wherein the head pain conditions are both primary 
and secondary" is not of patentable weight. Pain is pain, no matter the mechanism by 
which it occurs, 

Pevarello teaches compounds of formula I and pharmaceutically acceptable salt 

thereof (page 2, line 2- page 5, line 26) as therapeutic agents used for treating pain 
associated with damage or permanent alteration of the peripheral or central nervous 
systems such as peripheral neuropathies e.g. trigeminal and post-therapeutic 
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neuralgia, diabetic neuropathy, glossopharyngeal neuralgia, radiculopathy, neuropathy 
secondary to metastatic infiltration, adiposis dolorosa and burn pain and central pain 
conditions such as those following stroke, thalamic lesions and multiple sclerosis (page 
6, lines 13-22). Thus the limitations of claims 1-4, 9-10 and 20 are met. 

Pevarello further discloses a dosing regimen where the compounds of Interest, 
specifically (S)-2-[4-(3-fluorobenzyloxy)benzylamino]-propanamlde, were administered 
in doses of 7.5, 15.0, 30.0 and 60.0 mg/kg (page 12, lines 20-26), meeting the 
limitations of claims 12 and 13. 

Pavarello teaches that said compounds are useful In mammals, Including 
humans, as analgesic agents (page 15, lines 5-6), meeting the limitations of claim 19. 

The compounds can be administered in a variety of dosage forms including 
orally, rectally and parenterally (page 16, lines 5-9), meeting the limitations of claims 21 
and 22 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth In this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth In section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
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were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claim 5 and 16-18 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Pevarello et al. as applied to claims 1-4, 9-10, 12, 13 and 19-22 above. 

Pevarello is discussed above. 

Pevarello teaches (S)-2-[4-(3-fluorobenzyloxy)benzylamino]-propanamide 
however does not specifically teach the (+) optical isomer as recited in claim 5. 

As per claims 17 and 18, 2-[4-(2-fluorobenzyloxy)benzylamino]-propanamide and 
2-[4-(3-chlorobenzyloxy)benzylamino]-propanamide are taught, respectively, however 
Pevarello does not specifically teach the S-(+) optical isomer. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time of the invention to have known that the (8) racemate of 2-[4-(3- 
fluorobenzyloxy)benzylamino]-propanamide as taught by Pevarello is a mixture of (+) 
and (-) isomers. Furthermore, one of ordinary skill in the art would also have known 
that 2-[4-(2-fluorobenzyloxy)benzylamino]-propanamide and 2-[4-(3- 
chlorobenzyloxy)benzylamino]-propanamide are a mixture of enantiomers in which 
each enantiomer further comprises of two optical isomers. 
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The fundamentals of optical activity and stereoisomerism are well known to 
persons having ordinary skill in the art. A person having ordinary skill in the art would 
have known how to resolve the racemic mixture and would have been motivated to do 
so with the reasonable expectation of achieving enantiomers having substantially 
different pharmacological activity. It appears as though applicant has determined 
experimentally what a person of ordinary skill in the art would have expected, namely, 
that the racemic mixture of the prior art may be separate (+) and (-) enantiomers 
possessing substantial different pharmacological activity. This is an expected result. It 
is well established that expected beneficial results are evidence of obviousness of a 
claimed invention just as unexpected beneficial results are evidence of unobviousness. 
In re Skoll, 523 F. 2d 1392, 187 U.S.P.Q. 481 (C.C.P.A. 1975); In re Skoner, 517 F. 2d 
947, 186 U.S.P.Q. 80 (C.C.P.A. 1975); In re Gershon, 372 F. 2d 535, 152 U.S.P.Q. 
602 (C.C.P.A. 1967); 

Claim 14 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Pevarello et al. as applied to claims 1-4, 9-10, 12, 13 and 19-22 above. 

Pevarello is discussed above. 

Pevarello does not teach a dose range from 0.5-5 mg/kg. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to have administered the drugs taught by Pevarello in the dose range of 
0.5-5 mg/kg. The dosage regimen of the compounds of interest is deemed to be a 



Application/Control Number: 1 0/541 ,1 95 Page 7 

Art Unit: 1617 

manipulatable parameter practiced by a person skilled in the art to obtain tlie best 
possible range depending the on the route of administration and the weight of the 
subject. 

Claim 23 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Pevarello et al. as applied to claims 1-4, 9-10, 12, 13 and 19-22 above. 

Pevarello is discussed above. 

Pevarello does not teach specifically teach a head pain condition wherein the 
condition is migraine. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to have also administered the compounds employed by Pevarello to have 
also treated migraine as the disorder. Pevarello teaches treating trigeminal and post- 
therapeutic neuralgia which are both head pain disorders, therefore one would also be 
motivated to treat migraines as it is also a head pain disorder. 

Conclusion 

Claims 1-5, 9-10, 12-14 and 16-23 are not allowed. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
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For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SAHAR JAVANMARD whose telephone number is (571) 
270-3280. The examiner can normally be reached on 8 AM-5 PM MON-FRI (EST). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571 ) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

IS. J./ 

Examiner, Art Unit 1617 



/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 



